Le patologie
tiroidee

autoimmuni
(AITD)

La prevalenza delle, AITD, tra cui la tiroidite di Hashimoto, la malattia di
Graves-Basedow e la tiroidite post-partum, e stimata essere piu alta del 5-10 %
nella popolazione generale ( I'alterazione della funzione tiroidea varia tra il 7-
9% nelle femmine e I'1-2% nei maschi in diverse popolazioni).

La Tiroidite linfocitaria cronica o di Hashimoto (HT), € una tlﬁlc_a malattia
autoimmune a cellule T mediata caratterizzata dalla presenza icorpi anti-
tireoperossidasi (anti-TPQO) e/o anticorpi anti-tiroglobulina (anti-Tg) o da forme
sieronegative con possibile alterazione funzionale tiroidea fino ad ipotiroidismo
subclinico o franco, da infiltrazione ghiandolare di linfociti e T con
predominanza del sottotlpo CD4+ Thlhelper che porta ad un quadro di gozzo
diffuso o nodulare o ad atrofia ghiandolare.

> Nel morbo di Basedow (con o _senza oftalmopatia di Graves), l'infiltrazione
linfocitica e lieve e coinvolge principalmente le cellule CD4+T2 helper, che
inducono la produzione di anticorpi leganti e alcun feedback negativo ipotalamo-
ipofisario portando ad un quadro di ipertiroidismo conclamato o subclinico.

La patogenesi delle AITD, come altre malattie autoimmuni, € multifattoriale,
combinando influenze genetiche, immunitarie, ambientali e ormonali
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In letteratura vi e abbondanza di studi

che correlano malattie reumatiche

sistemiche e patologie tiroidee

autoimmuni ma vi e scarsa omogeneita:

Le patologie reumatiche sistemiche sono eterogenee
e riconoscono meccanismi patogenetici differenti

Tireopatie autoimmuni sono estremamente frequenti

Studi osservazionali con livelli di evidenza bassi al
massimo moderati

Mancanza di gruppo di controllo









Thyroid AND rheumatic manifestans
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Check for
updates

| pazienti con patologie tiroidee autoimmuni hanno un’aumentata prevalenza
anche di manifestazioni reumatiche sistemiche che non riconoscono una chiara
origine autoimmune

15% dei pazienti con AITD presenta come manifestazione clinica le osteoartriti
( spinali e della mano ).

Il 30 -40% circa di pazienti con AITD presenta sindromi dolorose come la
fibromialgia e la sindrome da dolore cronico diffuso .

Tra il 26 e il 34% circa dei pazienti con AITD lamenta forme di artriti
inflammatorie con pattern simile all’artrite reumatoide, alle artriti psoriasiche,
alle connettiviti o spondiloartropatia .

Gli stessi autori hanno ipotizzato una percentuale ancora maggiore nella real life
in quanto tutti i pazienti erano eutiroidei




The quality of evidence was deemed to be low for most of

the studies

These findings suggest that AITD may be a risk factor for CWP and FMS, peripheral osteoarthritis,
and axial OA. .......... High rates of association between RA and AITD are reported in other
studies, some of which report an influence on disease prognosis .

However, these reports did not suggest AITD as a cause of inflammatory arthritis and the possible
influence of AITD on RA disease severity was not a focus of this review.

Although the literature supports the association between AITD and rheumatic manifestations, the
precise role of AITD in terms of direct causation versus modulation of the rheumatic presentation
of co-existing autoimmune disease cannot be determined.

e presence of AITD not only increases the risk of clinically significant thyroid disease such as hypothyroidis
> particular caseof CLTand HT, but possibly increases the frequency of axial OA, and probably increases the
;Z?:S ?:] peripheral OA characterized by Heberden’s and Bouchard’s nodes, knee, and hip OA. ItR;;r:obably
ients - preva'e”e of FMS in some populations, including AITD with no ACTD overlap and in

We believe the preponderance of the evidence available now justifies the assessment of thyroid autoantibodies as
part of routine rheumatology practice to better assess the disease burden of AITD in rheumatic diseases, not only
generally through its endocrine and cardiovascular effects, but specifically due to its rheumatic manifestations

Tagoe CE at al Clini Reumathol 2019



» Non e stata riscontrata alcuna associazione
tra le manifestazioni reumatiche
precedentemente dette e le patologie
disfunzionali ( in particolare l'ipotiroidismo)
In assenza di anticorpi anti tiroide

» Lipotesi e che la presenza di anticorpi anti
tiroide siano parte di  un processo
Inflammatorio generalizzato che puo avere
manifestazioni reumatiche ascrivibili ad una
sindrome precisa.
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I pazienti con malattie
reumatiche sistemiche
possono presentare
maggiore prevalenza di
patologie tiroidee
rispetto alla popolazione
generale



Artriti non
infettive,

connettiviti
e vasculiti

E’ nota una maggior incidenza di disfunzioni tiroidee
tra pazienti affetti da artriti non infettive, vasculiti e
connettiviti come il lupus eritematoso sistemico, la
sindrome di Sjogren, I'artrite reumatoide, la sclerosi
sistemica e I'arterite temporale.

In particolare tali patologie risultano maggiormente
associate all'ipotiroidismo da tiroidite di Hashimoto
rispetto all'ipertiroidismo da morbo di Basedow
verosimilmente per una minor immunogenicita di
quest’ultimo. Una maggiore associazione si
riscontra nei soggetti di eta <40 aa.

E’ stato riscontrata un’associazione tra un alto

P_rad_o di attivita dell’artrite reumatoide e
ipotiroidismo e si € osservato un peggiore outcome

nei pazienti con sclerosi sistemica ed Ipertiroidismo
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Literature review investigating the prevalence of thyroid dysfunction among RA patients.

Study Location Number of patients
Caron 1992 [27] France

Results

68 RA patients 33.8% of RA patients had thyroid dysfunction

disorder

30% of RA patients had thyroid dysfunction
compared to 11% In controls

RA patients had a threefold odds ratio for having L —

clinical hypothyroldism compared to the general — - |
population in the Netherlands (6.8% vs. 2.7%, P |
value < 0.001) —— e

Autoimmune thyroid disease was nonsignificantly

Shiroky, 1993 [24] Canada 91 RA patients, 93

controls
Raterman 2008 |42 The Netherlands 358 RA patients

Przygodzka 2009 (30|  Poland 100 RA patients and 55

|
e — |
controls Increased among RA patients compared to controls e — — “
(165 va, 9%). No difference in prevalence of _— — e t
antithyroglobulin antibodies (TgAb) and - - |
antithyroidperoxidase antibodies (TPOAD), 1 nhy[Oid ism and |
1ias, 1999 [43] Greece 69 RA patients, 65 RA patients exhibited statistically significant lower 1 * . th hvpe |
; Aty : X | 2 ints sk of bo |
osteoarthritis patients mean TSH values than OA patients, However, RA P'am po . * aneased r 1
patients with low TSH values did not have elevated 1 5 ted Wn.h 1 re- |
FTAl, The levels of autoantibodies di ifte | . aSsoc‘a % ndeﬂl P |
g antibodies did not differ ! HE “en‘s are be ‘ndepe
between the two groups. | d al'thn“s pa “ shown 1o \
Pongratz, 2000 [44]  Austria 383 RA patients, 400 Patients with RA had a significantly higher \ ® Rheuma‘o‘ : iaher SES were a
osteoarthritis patients prevalence of antithyroid antibodies (9.1% vs. 3.7%) ] O‘d ‘sm_ - BM‘ and hlg o e bm nol fOr (
Somers, 2001 |40] UK 22 888 RA patients High prevalence of autoimmune thyrold disease | hv pothf ex h |ghef ’ d‘sm 3 thv [Qldlsm i
among RA patients compared to the general | e fema‘e S e d hvperthvfo| z ror for hypO {
i o | e Older ag% hyroidism an ndent risk fac '
Innocendco, 2004 [45]  Brazil 25 RA patients, TgAb and/or TPOAD antibodies were present in 32% | . s (Or hypOl y d an indepe l.
113 controls of the RA patients and in 4% of controls, dicto was foun !
Atzeni, 2008 |46 Ialy 70 RA patients Twenty-six patients (37%) with RA were positive for \ S ok"ng SlalUS li
TPOAD and 16 (23%) for TgAb. e OM idism ,
Magnus 1995 |47 Norway 100 RA patients Increased prevalence of TgAb among RA patients o \ hvpenhvf()\ \S - 4
compared to the normal population from the same \ I
geographical area (11.0% vs, 28%, p < 0,001) |
Joshi 2017 [48) India 52 RA patients Hypothyroidism was observed in 38.4% of RA | ‘
patients, A significant association was observed \ !
between TSH levels and disease activity parameters \
(ESR and DAS-28) |
Lazurova, 2009 (49 Slovakia BO RA and SLE patients,

The prevalence of chronic autoimmune thyroiditis n rheuma‘0|d l
in the group of patients with SLE and RA was { h agﬂ‘d‘ \ ‘he ‘H\k betwee unosup- |
significantly higher than that in the control subjects \ s“[c ise % imm i
(24% vs. 8%, P < 0.05) Re re prOC‘S M 3 S and im
Roldan, 2012 [319] Colombia 800 RA patients 9.8% of RA patients had autoimmune thyrold |

34 controls

ie *.
= oantibod |
o 3 ‘ t re 0 PR he impact of aut s
diseaso: 37,8% had TPOAD; 20,8% had TgAb, : studies @ dering U .
Silman 1989 | 36] UK 504 family members of 6% had concurrent thyroid disease. Thyroglobulin \ P[ospecuve 2 i O\'defs cons! |
58 multicase RA antibodies were present 5% of males and 11% of b 2AS d thy[0|d d|s . nsh |p_ w_'___,.,-——*—-”“'_"_’J
families females, Thyroid microsomal antibody was present | aﬂhﬂus an Such a fe\al'o B
in5%ormales and 15% of females, Such values were \ 1 ‘he[apy on M_,,W-—m’""—‘
significantly higher than the published rate for the { pressan R = =
general population. | ——
McCoy, 2012 [29] USA G50 RA patients, There was no significant difference in the \

650 controls prevalence of clinical hypothyroldism, sub-clinical |

hypothyrolkdism, Graves' disease, or the use of e
levothyroxine between groups at diagnosis of RA or

at follow-up, The prevalence of hypothyroidism in

both groups was 14-16%, and the prevalence of

Graves' disease was 0.6%,

H. Mahagna et al. / Best Practice & Research Clinical Rheumatology 32 (2018)


http://www.sciencedirect.com/science/journal/15216942

| pazienti con malattie
reumatiche sistemiche
possono presentare

maggiore prevalenza di
patologie tiroidee
rispetto alla
popolazione generale







Meccanismi
comuni delle
patologie

autoimmuni

(autoimmune
tautology)

Le patologie autoimmuni spesso condividono gli stessi
meccanismi immunogenici, in particolare dagli studi di
associazione genomici si sono identificati specifici loci
comuni  per patologie autoimmuni tiroidee e
reumatologiche che riconoscono un meccanismo
patogenetico basato sull’autoimmunita

( Genetica comune Eta di esordio 1

Stesso
fraHtamento

Esposizione Poliautoimmunita e
ambientale simile aggregazione




Uno studio prospettico con 3069 soggetti affetti da

tiroidite di Hashimoto e 1023 controlli ha considerato
una vasta gamma di disordini autoimmuni riscontrando In
alcuni casi una prevalenza nettamente aumentata nei

sogagetti con tiroidite autoimmune:

Artrite reumatoide 2.4 % vs 0.007 %
Polimialgia reumatica 1.4% vs 0.003%

Lupus eritematoso sistemico: 0.8% vs 0.001%
Sindrome di Sjogren 0.9 % vs 0.002%
Sclerosi sistemica 0.5 % vs 0%

A mmunity Reviews 15 [016) 112571128

Contents fists available a1 ScienceDirsct

Autoimmunity Reviews

journal homepage: www. elsevier,com/locate/autrey

The association of other autoimmune diseases in patients with
autoimmune thyroiditis; Review of the literature and report of
a large series of patients

Poupak Fallahi*, Silvia Martina Ferrari®, llaria Ruffilli°, Giusy Elia*, Marco Biricott S
Roberto Vita“, Salvatore Benvenga “““, Alessandro Antonelli **




CLINICAL RESEARCH STUDY CLINICAL SIGNIFICANCE

« Patients with a primary diagnosis of au-

Prevalence and Relative Risk of Other Autoimmune toimmune thwﬂid disease are at signif—

Diseases in Subjects with Autoimmune Thyroid Disease . . . .
Kristien Boelaert, PhD,? Paul R. Newby,* Matthew J. Simmonds, PhD,* Roger L. Holder,? Jacqueline D. Carr-Smith,? ]Ea ntl.!g,lr -l n E rEE.S Ed n S k ﬂ-r E.d d ]tl ﬂ nal. H I.l—

Joanne M. Heward, PhD,* Nilusha Manji,® Amit Allahabadia, MD,® Mary Armitage, DM,? Krishna V. Chatterjee, PhD,®

John H. Lazarus, MD,f Simon H. Pearce, PhD,? Bijay Vaidya, PhD," Stephen C. Gough, PhD,® Jayne A. Franklyn, PhD? tﬂ'l. "‘I "‘I Ll I"I E d 'i SEH SES . a nd thes E I"i 5 k 5 Ea I"I

“School of Clinical and Experimental Medicine, College of Medical and Dental Sciences, Institute of Biomedical Research, University
of Birmingham, Edgbaston, Birmingham, United Kingdom: *School of Health and Population Sciences, College of Medical and Dental u
Sciences, University of Birmingham, Birmingham, United Kingdom: “Northern General Hospital: Sheffield, United Kingdom: “Royal I] E q u a n l-lﬁ Ed
Bournemouth Hospital, Bournemouth, United Kingdom: “University of Cambridge, Addenbrookes Hospital, Cambridge, United "
Kingdom; Center for Endocrine and Diabetes Sciences, Cardiff University, Cardiff. United Kingdom; *Institute of Human Genetics,
Newcastle University, Newcastle-upon-Tyne, Newcastle: "Roval Devon and Exeter Hospital, Exeter, United Kingdom.

¢ [here is clear evidence for parental and

AesTRAC index case clustering of Graves’ disease

BACKGROUND: Common autoimmune disorders tend to coexist in the same subjects and to cluster in

families. u r n n u

METHODS: We performed a cross-sectional multicenter study of 3286 Caucasian subjects (2791 with a rI d H a 5 h ] m ntﬂ 5 thyrﬂ] d-l tl 5 ~

Graves' disease; 495 with Hashimoto’s thyroiditis) attending UK hospital thyroid clinics to quantify the

prevalence of coexisting autoimmune disorders. All subjects completed a structured questionnaire seeking

a personal and parental history of common autoimmune disorders, as well as a history of hyperthyroidism u n u

or hypothyroidism among parents. L SErEE‘nlng f{]r ﬂther HUtﬂ] m munE dlag_
RESULTS: The frequency of another autoimmune disorder was 9.67% in Graves' disease and 14.3% in

Hashimoto's thyroiditis index cases (P =.005). Rheumatoid arthritis was the most common coexisting u u v " v

autoimmune disorder (found in 3.15% of Graves’ disease and 4.24% of Hashimoto’s thyroiditis n USES m ] g ht I] E ]nd-l E atEd ]f 'Eu I]]E Et‘S‘
cases). Relative risks of almost all other avtoimmune diseases in Graves' disease or Hashimoto's

thyroiditis were significantly increased (=10 for pernicious anemia, systemic lupus erythematosus, u n v v

Addison’s disease, celiac disease, and vitiligo). There was relative “clustering” of Graves’ disease in wrth a utﬂ] m m u nE thyr{ﬂ d d-l 'SE'E'EE' prE—
the index case with parental hyperthyroidism and of Hashimoto's thyroiditis in the index case with

parental hypothyroidism. Relative risks for most other coexisting autoimmune disorders were mark- n u

el inceased among parents of index cases, sent with new or nonspecific symp-
CONCLUSION: This is one of the largest studies to date to quantify the risk of diagnosis of coexisting

autoimmune diseases in more than 3000 index cases with well-characterized Graves' disease or Hashi-

moto’s thyroiditis. These risks highlight the importance of screening for other autoimmune diagnoses if tD m 5 -

subjects with autoimmune thyroid disease present with new or nonspecific symptoms.

© 2010 Elsevier Inc. All rights reserved. o The American Journal of Medicine (2010) 123, 183.e1-183.¢9




Chi é affetto da
tiroiditi
autoimmune ha una
prevalenza
maggiore di
sviluppare altre
patologie patologie
autoimmuni



» Artrite reumatoide e disordini

tiroidel autoimmuni




Artrite reumatoide e patologie
tiroidee autoimmun|

» L'associazione tra artrite reumatoide(RA) e tiroidite autoimmune (AT) e tra
le piu studiate in letteratura, riconoscendo una prevalenza di RA nei
pazienti con AT aumentata di 1-3 volte e viceversa una prevalenza di AT
nei pazienti con RA aumentata di 1-6 volte

» Un recente studio italiano ha riscontrato una prevalenza di AR nei soggetti
affetti da morbo di Graves dell’1.9% (numerosita campionaria 3209), uno
studio del 2010 inglese invece osservava una prevalenza del 3.5%
(numerosita campionaria 2791)

» E’ stato dimostrato che altri fattori possono contribuire all’associazione tra
gueste patologie ad esempio la suscettibilita genetica HLA mediata e
fattori ambientali come il fumo di sigaretta




"
U.MNU'OFT"
AT s

Sencel i o |
j av 18 ')L-tlxk.. L
Cﬁn‘en‘s hSlS m‘ b‘e . “ — |

Autoimmun'\ty Reviews

~ _“.10(—‘V
Syl ivnll‘l\u,d'\md.u £
4 aisavigls

;oumal homepage: Wi

m
e [ rO 1 - . A

Autoimm l
' ' . [. A )
lmerpmy | gqra Pinto’, Maria Sole Chimenti

L+ Arianna D'Antonio” ‘
. pioconde Arjanna D An i
: jgliaro™ " s A b7
i CQ“ 3_ ese”, Mario Rotondi Rober o e
paum Tnggmn ' rmene of pgedictna del Sspemi”, Unbers) o
. Allrgy and Clinkcad

Y x g o o
} ¢ of Pt Puy
l f fernal Medicie and nd rinooly cCSs., un Versiey i, W W
Endocring o] [¢
it of B Cale
7 ’

o, Ty

IRy Depa
jcS Maugert LR

The association between RA and thyroid disorders is well-known
since more than a century, but many aspects remain to be clarified.
Questions about genetic and epigenetic basis of this association and
prognostic role of one disease on the other are still unresolved. The
evaluation of thyroid autoimmunity and functional status is might be
screening in RA patients. The correction of a condition of hypothyr-
oidism improves RA activity, being able to enhance the quality of life of
RA patients.

fuenza dei disordini tiro;,
2:5||:attivité e sull’outcome
"Co de|I’AR

mpatto delle T_el'apie
dell’AR sulla tiroide e
Viceversa



conclusioni e take
home messages

Spesso i sintomi muscolo-scheletrici manifestati dal paziente
con patologia tiroidea autoimmune sono aspecifici e non
indirizzané verso una diagnosi ben definita di patologia
reumatica

L'associazione delle patologie tiroidee autoimmuni e le
patologie reumatiche sistemiche puo essere dovuta !
all'autoimmunita, allo stato infiammatorio, allo stato endocring-
metabolico, alla suscettibilita genetica ed a fattori ambientali
(tautologia autoimmune)

La disfunzigne tiroidea puo esacerbare patologie reumatiche
sistemiche (periartrite, rigidita articolare, mialgie...) per tale
Er_\rgér'll/loR%rso screening della”funzione tiroidea e auspicabile

Data I'evidenza di un‘aumentata prevalenza di patologie
tiroidee autoimmuni, in particolare di tiroidite di Hgshimoto,
nei pazienti con patologie reumatiche, e viceversa, e
consigliabile uno'screening «bi-direzionale» al momento della
diagnosi iniziale o in presénza di nuovi sintomi
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